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[0 0 4 2] 

yn^rA F^fDy^ ^i;7^^-v>, t-^V>, 

7boe>, ^a#5 5>, V'J7xty>, KRP-197 [0N0-8025, 
'<>f • ^f-fytJl/'^^h'J- (Bioorg. Med. Chem. ) , 7 

^ 6#> 1151-61K (1999^) > *4 **-jf~ y ? - Isi-fr • * §X Y 

V- • V*- (Bioorg. Med. Chem. Lett.) , 14-5§\ 1807-12K (1998^ 

) ] cttt>o5t^f^ m^mi^^m , &£v?zftt,<Dmmmw 

o 

[0 0 4 3] 

^m(Dmmm.jmttz\±^mmmm<D^mnxHm^^i^m (i) 
k «\ mmzttz imm *m. ^ x%u * Kim t tz it&^-ir zzt &x ^ & 0 

[0 0 4 4] 

^WH^^^ffi/^ta V v#J) -50000/1, SFf L< li 1/30- 10000/1 , «t 0 
#f 4 L < (±1/20-5000/1, $ KfcFt L < til/10-1000/lora<?5ifct?*a o 
[0 0 4 5] 
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[0 0 4 6] 

I*#£|&^$*i&v>2oJ^Jl?>#S£ («ill;M7;K Ay^) bftWtofrb 

*»k ft&m^&&±&mimfrbn2j&fri!)*m*<Dmffi m^^^-^m 

i±> m?k &mm<o * y h i?$> if h fl& o 
[0 0 4 7] 

) tti\z*<Dmm&M\zftm-2ti2>mbw>uv tti^<Dmi}^^ 
^xm*K&5--fz>zb&x>%, ±mxmm.Ltz£7%*y y&m^x&^-tz 

[0 0 4 8] 

(i) *tzte*<Dmm&mz&®-ztizi&&£Tj? ! mxv >m*m 

t%>o TUV&.m.WXit, it&m (I) b LT, (S)-(+)-3,3,3-h i ; 

tD-2-tKn^f ->-2-^ ^;V-N- (5, 5, 10- h 9 # * V-4, 10- 5? t Kn -^.x y [3, 2- 
clW^vyfxe^-M^yn/r/T^ K [(S)-(+)-N-3,3,3-trif luoro-2-h 
ydoxy-2-methyl-(5, 5, 10-trioxo-4, 10-dihydrothieno[3,2-c] [l]benzothiepin-9 



miE# 2004-3074489 



3#M 2003-197662 



34/ 



-yDpropanamide] (&T\ -MmCt^tl (la) £«ffitfco 
[0 0 4 9] 

&l*(±^ (Cheng) PxO^^I/'fV • V^- (Brain Res.) , 678 

40-48H (1995^) ]KmtX?fotZo 
[0 0 5 0] 

9? M±^S19~25'C. vIJ^30~70%, — B12H#HBUE ttPfltfB*— *P&7B# 

hti&t-e* 1B20 (8-io^icri7-i9^iw) > ^mm^mmm^^tz 

o m>£MMT>\£>'V y (ampicillin, v V^^M ; 150 mg/kg) <7)^I*J 

[0 0 5 1] 

^-T)vmmTK, mMjE**®mLxmi!Jt*mmLtz 0 mm.*m^w%^£7 

^ ftifflZmkZitfztfV ^VV^a-^(PE-50 ; h> • 7*4 
[0 0 5 2] 

mwt* t - t- ;v#^4~8 B fcic > .* > y -iufe*^f o fc c ;v 
a-ysv^>^ (KDt^x>f -f7-f y^) fc-ty b Lfw50 mL&ttffi (7-;v 
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E.1JT>7 (AP-621G ; B £ T *JMB U i ft & JR*ft L rt: # 

(RMP-6008 ; B^jfem) *^LTt- 7;i/7V^fVn-^- (RTA-1200 ; B 

woaa^Rttrtjcso^w^HR-ftAL, ^Mus^si-sofcOTLfco 30^ 
&immofrm<D*km&mz.%iA*ft\<\ mwt^mmmLmm^mmt Ltz 

o (la) i*0.5w/v (M:/^*) %^^-;v-b;un-X7K^t?l mg/mLh 

KJK?J3$*fco i^^i^^0.5w/v%^^;i/-fe;vn-x 7 X^T'$ 

#*u o.Qhag/vLn&^mmm w&m (la) SrPSU l ml/ 

kgC0#»T^P^4-L7t o Si;3V>i fiO. 5w/v%^ f-;i/-b;vn 

-**»»TC3 mg/mL*:&& X^iZMML (gia V >*J«:#ffl#«[) > 1 mL/kg<£> 
tit?inS4tfc. ftfflaiftWo^fti:, (I a ) 

(H^&-^45~7553\ 165~19533\ 285-315^) K£S^i£olg8fc|*|&A£ 
[0 0 5 3] 

mmmmtLtzo mmmmfcm&zmm-mwMmmK^xiz, 

- h mzW&MZ tltzmWtftBMJ&fr h^V\£z.-?- (PC-9801NS/R ; NECttiSD "C 
IWaPLfeW^-fif- (KW4620; ^77f^tt) -Ctt*JR& . DAT5££7 r -f 
;v*/i{iWJ2^7r-r;Vt lt^lfe 0 7*-* . 7 7^Hi, Excel 2000 ( 

*> ^S-^fro-ffiiioot Lfcfc^offitt-fitfcgiifu S^£¥*5±ti(2£ftt3g 

[0 0 5 4] 
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■£<vm (%) »2^n^mfriRj»i«jRoiit (%) 

[0 0 5 5] 





sa^o— /u 


•fb^^(la) 
0.0 1 mg/kg, p.o. 


3 mg/kg. p.o. 






100.0 


± 


0.0 


100.0 




0.0 


100.0 


± 


0.0 


100.0 


± 


0.0 


minis 


117.5 


± 


8.3 


71.9 


± 


7.3 — 


105.9 




24.3 


57.3 


± 


5.7*** 




110.2 


± 


10.5 


62.6 


± 


7.3** 


79.6 


± 


9.7 


37.9 


± 


2.6 — • ft - « 




90.6 


± 


11.4 


65.1 


± 


7.2 


70.3 


± 


11.9 


42.8 


± 


4.1—* 



**P<0.01,- P<0.001 t=t>hu—Jl>Wth<Ott%l) 
T P<0.05, "P<0.01 ti£&mi*M±mt<Ol£&) 
*P<0.01 (M^n^^J^ftfccDjfctfc) 
(n=9; Student's t-test j&fcj* As pin-Welch test) 

[0 0 5 6] 



[*2] 



^Mmm^^hcommm^mmm^M't^it^ q a ) fc^p^ftaaji 







YfcS^(Ia) 
0.01 mg/kg, p.o. 


3 mg/kg, p.o. 




100.0 


± 


0.0 


100.0 


± 


0.0 


100.0 


± 0.0 




109.9 


± 


8.0 


61.6 


± 


9.8** 


70.4 


± 11.6 


3*Hfl& 


90.3 


± 


7.3 


53.2 




4.9 ~ 


73.4 


± 8.2 




92.2 


± 


11.0 


56.0 


± 


8.3* 


75.5 


± 12.0 



100.0 ± 0.0 

48.4 ± 4.9~* 

39.8 ± 5.3— * 

45.3 ± 4.5**' 1 



*P<0.06,"P<0.01 t — P<0.001 (n> Fn- /U«£ £ 0>it|fc) 
*P<0.05.«P<0. 01 ( h/Ur n S»tft^i| t (OJttfiE) 
(n=9; Student s t-test itftVt Aspin-Welch test) 



[0 0 5 7] 

it&m (la) &£TfY)VTU*J>^ mwmWA (»««JDD»©*S$*J: 
W**iRj««K) fcflHWLfco 4b^% (la) H;vfn>r/©W 
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[0 0 5 8] 

[0 0 5 9] 
[0 0 6 0] 

BiSfciK (I) 4fc»«oaia^Wfc:M=fi:$^*i|[fct(t3y vm*. m 

[0 0 6 1] 
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ft** (i) *t:K*0>mm*mKimzti*iaH^ mnrnzitzimmm 

tLT*ftPW»c«:#t*ifc*»-CS, JfcA-ASfc*K 0.01-~900mg/60kg/ 
B, ff*L<li0.1-2(Xtag/60kg/B*«»S"C*&o j&A-A^ 
0.01~50mg/60kg/B, i8F$ L < 140. l~10mg/60kg/B^®iiT*£& o 

[0 0 6 2] 
[H»J] 

ny&m :mi (At^m da)) 

it&m (I a) 250 g, ^>~h-;W598.5 g^ W%t7V u-)VWl± h V * Al 

oo g, «r***-4ftio g, ^frr^^^^A4o g* * tr*fe==HMb 

(*7XttmPurepress Correct-1210 «^ot, (l«ab^0®ttJ« 
^25 mg*<gqr*-*) £#f Co 
[0 0 6 3] 

(la) 25 mg 

159 g5 mg 

WJa-^th'J^A 10 mg 

e*Mfcfc*->fm i mg 

^rT'J>ivny^A 4 mg 

M£=rmdm o.i5 ma 

200 mg 

[0 0 6 4] 

mmm2 : (i a) ) 

[0 0 6 5] 

(la) 500 g, 9UK300 g^ fifty***- 4 m00 g& J: tfy * y 
* b »J *A100 gttttKiOWU, ^il^Hy-b;^ (Zanasi 
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'*fc*L LZ-64M) ^-K^T'-fe^l-^ ( 1 # 0 100 mg#i) 

[0 0 6 6] 

(la) 50 mg 

?LH 30 mg 

UMM^^Wt 10 mg 

2Jl21Jkm&±±_l]jl£ 10 mcr 

100 mg 

[0 0 6 7] 

mmm3 :&&m (i a) ) 

[0 0 6 8] 

ffrfrfc (I a) lg*iirD-^>-b-A/5g*«atM*«*tjB3toLT«#U 
[0 0 6 9] 

« ffr&fo (la) 2 mg 

D-t>— io mg 

Tkmtt^ h V ? it* 

^itffl^7K jga 

2.00 ml 

[0 0 7 0] 
[0 0 7 1] 
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tf * v 7 n t: ;v -te ;l/ n - * <D10%yKMWL200g £ in x. & <> iO^*ffei:<t «9 

v ^ * v ^ a 8. og£ m x. x m.& l . mwsDfo *i><z> tztfmm. {m^tmrn-im 

[0 0 7 2] 

l&ft IHihJVfny> 2 mg 

?L$f 150 mg 



mm-- 



34 mg 



HKn^yyot>-b;vn-7, 10 mg 

^t7 'J >t7n->^ A 4 mg 

200 mg 

[0 0 7 3] 

5 :§m itt&m (I a) i:MbJVfny>«j) 
[0 0 7 4] 

it%m (la) 40g, i5ib^rny>4g, |LH286gi3 H CFJg3ftXiK&56g* 
rl-^U iiitt Ku^ri/ < 7*ne;l'-t;l/n-^<7)l0%7Xv«120g*inx.^o Z-<D 

ZtHzXr-TV V^^^v^ A2g*^J^X-•C?I^L^ #8mm^^r^ viz?J&& 
(**tt«RT-15lD Xttm.*ftoX, mm {im&Mit&m (I a) 20mg£ 
J:tFTOmh^xny>2mg^^1-^>) £#£o 
[0 0 7 5] 

^ It^tJ (la) 20 mg 

i^ff^TDv'y 2 mg 

?Uf 143 mg 

MWmWffit 28 mg 

tKn^y7'nif;u-fe;vn«-7 l 6 mg 

*^T'J vj7^y^A 1 mg 

200 mg 
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\ [0 0 7 6] 

[0 0 7 7] 

M**^^-^ ?Lm300g^<tra^«»68g^?l^L, ai:tF 
n^rvyntr;V-fe;vn-x<7)io%7Kv#m200g^j]Dx.^o ^Otl^-t)^^^ J: 

v^^v^^8g^inx.Trl^b> @8mm^^^o/;?r« (3§7jttt»T-15M) 
XttifcZftoX, mm (1^7^^Stt^2mg^^1-^>) *#^>o 
[0 0 7 8] 

[0 0 7 9] 
[0 0 8 0] 

(la) 40g, m.WL**isy?-=-y4g, ?Lft286g£ X Tfm&mmBWg* 
ll^-L, -rtU'fc Kndpvyne;v-fe;vn-^oio%7kSm20g^jjnx.^o £<a 

m&wzismzzioM&L, miLxifcmmttz^ mt^nmrnm^Lti-^o 

ZtHZX^TV >WC?y*vt? A2g*ljnx.Tm^t> @8nm<^fc£&o /chilli 
(^7Ktt^RT-15M) ^^^r^foT, ft&jlj ( 1 tefcfc Mfr&lfc (la) 20.0mg 
£ i^^^rv7^->2mg^^1-J2>) 
[0 0 8 1] 

^ ft^tf (la) 20 mg 

2 mg 



2 


mg 


150 


mg 


34 


mg 


10 


mg 


4 


mg 


200 


mg 
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91m 



143 mg 

28 mg 

*T TV ^iv^ 1 mp 

200 mg 

[0 0 8 2] 

*»B (a^3,3,3-b'j7WD-2-kFn^ ~>_ 2 -p< (5, 5, 10- h V 
**V-4,10-v*fc Knfxy[ 3 ,2-c][i]^>y f xe>-9-^v)^ry 7 , K 
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mm] Mmmmm.<7)%3mmzmm%, 3,3,3- 1> y v^n^-n kd+^ 

* ^;U-N- (5, 5, 10- by** V-4, 10- v tKnfx; [3, 2-c] [1] ^ > V^a. tf >- 

(a) 3, 3, 3- h 'J 7 ;i/ 1 n-2- k K n ^ y-2-pt f ;v_N- (5, 5, io_ f 
y * * V-4, 10- V kKnfx; [3, 2-c] [1] ^ > e >_ 9 _ ^ ^ n; ^ 75 
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l/E 



a 

[fllfi] 
ft ft 
ft £ 



[000001029] 
1990^ 8M 60 



tHIE#-9- ffifl#2 004-307448 9- 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 




<ADED TEXT OR DRAWING 
/tffiLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 
□^RAY£CALE DOCUMENTS 

\2 LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



